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Serial Number: 08/894,788 
Art Unit: 1502 

Claim Rejections - 35 USC § 112 
1 . Claims 39 and 55 recites the limitation "2-(5,6,7,8-tetrahydro-5,5,5,8,8,-tetramethyl-2- 
naphthyl)-6-benzothiophenecarboxylic acid, 6-[3-(l-adamantyl)-4-methoxyphenyl]-2-naphthanoic 
acid or 3-Pyridinecarboxylic acid" in lines 2-4 of the claims. There is insufficient antecedent basis 
for this limitation in the claim. 

Claim Rejections - 35 USC § 103 

1 . The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 31-34, 43-45 and 59-61 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Teale in view of Williamson et al. The invention of Teale relates to a pharmaceutical composition 
comprising a inhibitor of nitric oxide synthase and an anti-inflammatory agent for the treatment of 
systemic inflammatory response syndrome. The anti-inflammatory agents include corticosteroids 
(see page 3, line 2- 7) and nitric oxide synthase inhibitors such as aminoarginine (page 3, lines 12- 
15), in a pharmaceutically acceptable carrier (page 3, lines 17-18). The concentration of the nitric 
oxide synthase inhibitor used by Teale is within the range of the concentrations claimed by the 
applicant (page 4, line 41). However, Teale does not teach the incorporation of cosmetic or 
pharmaceutical compounds causing cutaneous irritating effect. 

Williamson et al teaches a method of inhibiting nitric oxide formation in mammals by the 
administration of methyl-, dimethyl or amino substituted guanidines (colunrm 1, 22-27). Among 
the various chronic and acute inflammatory conditions, Williamson et al teaches dermatitis, drug 
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reactions, sunburn, insect bites, bums (thermal, chemical and electrical) (column 3, lines 38-45). 
Williamson et does not teach the nitric oxide synthase inhibitors claimed in the present invention. 
However, it would have been obvious to one of ordinary skill in the art to incorporate nitric 
oxidase synthase inhibitor, amino arginine in the teachings of Williamson et al, since the skin 
disorders which Williamson et al teaches does involve cause cutaneous irritation . Such a 
combination would allow one to highly diminish the skin irritating effects of cosmetic or 
pharmaceutical compositions by efficiently inhibiting the production of nitric oxide by nitric oxide 
synthase. 

2. Claims 35 and 51 are rejected under 35 U.S.C. 103(a) as being unpatentable over Teale in 
view of Wilhelm et al and Williamson et al. 

Wilhelm et al studied the surfactant-induced irritation skin reactions by exposing 
volunteers to surfactants such as sodium lauryl sulfate, dodecyl trimethyl ammonium bromide and 
potassium soaps. Theit-Studies showed that the chronic irritation in their model represents the 
clinical situation of irritant contact dermatitis with pronounced skin dryness (see abstract). 
Wilhelm et al, however, did not teach a method of inhibiting the surfactant induced skin irritation. 

The teachings of Teale and Williamson et al, discussed above, have been relied upon for 
the same. The teachings of Teale and Williamson et al does not show the skin irritation caused by 
surfactants. However, it would have been obvious for a skilled artisan to include nitric oxide 
synthase inhibitors in a pharmaceutical or cosmetic composition containing surfactants, sincejthe 
smfactants may lead to the production of nitric oxide by stimulatingjutiic^?^^ taught by 
Williamson et al) thus leadin^g to skin irritation and eventually dermatitis. 

3. Claims 36-39, 47, 52-55, 63 and 64 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Yu et al in view of Williamson et al. 
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Yu et al teaches a preventive as well as therapeutic treatment to alleviate the cosmetic 
conditions and symptoms of dermatologic disorders (page 2, lines 25-30; page 11, lines 1 1-13) by 
administration of alpha hydroxy acids, alpha ketoacids and related compounds (page 1, lines 1-3 
and page 10, lines 29-36). Yu et al also teaches incorporation of salicylic acid (page 2, lines 1-2), 
and a number of other cosmetic and pharmaceutical agents (page 10, lines 6-24) in the therapeutic 
treatment. In addition, Yu et al also teaches that these alphydroxy acids, alpha keto acids and 
related compounds present in the cosmetic or therapeutic compositions may irritate the human 
skin or repeated topical applications due to the lower pH of the formulation. However, the 
teachings of Yu et al does not suggest a method of inhibiting the skin irritation caused by these 
compounds. 

The teachings of Williamson et al, discussed above, suggest the inhibition of nitric oxide 
synthase in a variety skin disorders, which involve skin irritation. Although Williamson et al does 
not particularly teach the inhibition of cutaneous irritation caused by the compounds claimed in 
the present invention, it would have been obvious for one of ordinary skill in the art to include 
nitric oxide synthase inhibitors in any pharmaceutical or cosmetic composition, in which the 
cosmetic or pharmaceutical compounds might possibly exert a cutaneous irritating effect, and 
thus reduce the adverse reactions caused by these compounds. 

4. Claims 45, 46, 61 and 62 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Teale in view of Ahluwalia et al. 

The teachings of Teale have been discussed above. Teale teaches only amino arginine for 
inhibiting nitric oxide synthase. Ahluwalia et al teaches a number of nitric oxide synthase 
inhibitors used for skin application to reduce the hair growth (see column 1, lines 50-61). It would 
have been obvious for one of ordinary skill in the art to include all the nitric oxidase synthase 
inhibitors taught by Ahluwalia et al in the teachings of Teale to effectively reduce the skin 
irritating characteristics of the various cosmetic and pharmaceutical compounds. 
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5. Claims 40, 41, 56 and 57 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Pillai et al in view of Teale. The teachings of Teale and Williamson et al have been discussed 
earlier. However, their teachings lack Vitamin D and its derivatives in the cosmetic or 
pharmaceutical compositions. Pillai et al teaches compositions containing Vitamin D derivative 
(l,25-hydroxy-D3) for treating skin, hair and nails (column 1, lines 55-63). Pillai et al teaches 
that exogenously applied 1,25-hydroxy -D3 is converted to l,25-dihydroxy-D3 and the latter has 
toxic side effects (colunm 3, lines 1-30). Pillai et al does not teach nitric oxide synthase inhibitors 
to reduce the side effects of l,25-dihydroxy-D3. However, it would have been obvious for one of 
ordinary skill in the art to incorporate nitric oxide synthase inhibitor suggested by Teale in the 
pharmaceutical composition of Pillai et al to inhibit the side effects of these skin treating vitamins. 

6. Claims 42 and 58 are rejected under 35 U.S.C. 103(a) as being unpatentable over Philippe 
et al in view of Teale and Williamson et al. Philippe et al teaches the use of lipophilic quartemary 
ammonium salicylates in cosmetics and in dermaopharmacy (column 1, lines 18-33). The preferred 
compounds include 5-octanoylsalicylate and 5-dodecanoylsalicylate (column 4, lines 10-35) and 
can be used for a variety of pharmaceutical and cosmetic conditions (columns 5 and 6). Although 
Philippe et al does aim at reduced skin irritancy of the above compounds (column 2, lines 32-36) 
and inclusion of anti-inflammatory compounds in the composition (colunm 5, lines 4-10), their 
teachings does not include nitric oxide synthase inhibitors which are anti-inflammatory as well as 
reduce skin irritation. The teachings of Teale and Williamson et al, discussed above, were relied 
upon for the same. Although both Teale and Williamson et al teach nitric oxide synthase 
inhibitors, neither of them teach salicylic acid derivatives for treating skin conditions in their 
compositions. However, it would have been obvious for one of ordinary skill in the art to 
incorporate nitric oxide synthase inhibitors in the composition of Philippe et al and successfully 
inhibit the skin irritancy caused by the lipophilic quartemary ammonium salicylates. 



0. 



Serial Number: 08/894,788 
Art Unit: 1502 



Correspondence 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Lakshmi S. Chamaavajjala whose telephone number is (703) 308-2438. The 
examiner can normally be reached Monday through Friday from 8:00am to 4:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thunnan Page, can be reached on (703) 308-2927. The fax number for this Group is 
(703) 305-5408. 

Communications via Internet e-mail regarding this application, other than those under 35 
U.S.C. § 132 or which otherwise require a signature, may be used by the applicant ans should be 
addressed to [thurman.page@uspto.gov]. 

All Internet e-mail communications will be made of record in the application fde. 
PTO employees do not engage in Internet communications where there exists a possibility 
that sensitive information could be identified or exchanged unless the record includes a 
properly signed express waiver of confidentiality requirements of U.S.C. § 122. This is 
more clearly set forth in the Interim Internet Usage Policy published in the Official Gazette 
of the Patent and Trademark on February 25, 1997 at 1195 OG 89. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (703-305-2351) 




Lakshmi S. Channavajjala 
01/26/98 




